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Abstract 
Formal guidelines play an important role in disseminating the best available evidence 
knowledge and are expected to provide simple and practical recommendations for the most 
optimal management of patients with various conditions. Such guidelines have important 
implications for many disease states, which thereby could be more professionally managed in 
everyday clinical practice by clinicians with divergent educational backgrounds, and also more 
easily implemented in wards or outpatient clinics eliminating inequalities in health care 
management. 
In this brief Viewpoint, we provide an appraisal on the recommendations pertinent to the 
prevention of atrial fibrillation-related stroke or systemic thromboembolism, as provided in 
recently published guidelines for the management of this arrhythmia. 
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Introduction 
Prevention of stroke is central to the optimal management of patients with atrial fibrillation 
(AF). Oral anticoagulant therapy (OAC) using well-controlled vitamin K antagonists (VKAs) or 
non-VKA oral anticoagulants(NOACs) effectively reduces stroke and all-cause mortality in atrial 
fibrillation patients, but the treatment benefit must be balanced against the risk of OAC-related 
major bleeding. Worldwide, the VKAs remain the most widely used OAC, although the NOACs 
use is increasing rapidly1. 
Formal ATRIAL FIBRILLATION guidelines play an important role in disseminating the state-of-
the-art knowledge and are expected to provide simple practical guidance for atrial fibrillation 
management, which could be easily applied in clinical practice by clinicians with diverse 
educational backgrounds and various clinical commitments. Figure 1 provides an overview of 
several contemporary guideline treatment algorithms with recommendations for 
thromboprophylaxis in patients with atrial fibrillation2.  In 2014, guidelines from the 
AHA/ACC/HRS and National Institute for Health and Care Excellence (NICE) were published3, 4, 
while in 2016, a focussed update from the Canadian Cardiovascular Society (CCS)5 and new 
European Society of Cardiology (ESC) guidelines6 were published.  The last Asia-Pacific Heart 
Rhythm Society7 and American College of Chest Physicians (ACCP)8 guidelines on 
antithrombotic therapy in atrial fibrillation were published in 2012-2013, and new versions are 
pending. 
In this brief Viewpoint, we provide an appraisal of the recommendations pertinent to the 
prevention of atrial fibrillation -related stroke or systemic thromboembolism, as provided in 
more recently published guidelines for the management of patients with atrial fibrillation. 
 
Stroke and bleeding risk assessment  
Most of the contemporary international guidelines on atrial fibrillation management published 
since 2013 recommend the CHA2DS2-VASc score for stroke risk assessment in atrial fibrillation.  
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In line with the 2012 ESC Atrial Fibrillation Guidelines focused update9, the use of the CHA2DS2-
VASc score is a Class I, Level of evidence A recommendation in the new 2016 ESC Guidelines6.  
The CHA2DS2-VASc score, which has been validated in numerous different atrial fibrillation 
cohorts, provides a good balance of predictive ability and practicality and has often out-
performed other stroke risk assessment tools in the reliable identification of ‘truly low risk’ 
patients, who need no antithrombotic therapy due to low annual stroke rates of <1%10, 11. Like 
many clinical factor-based risk scores in the atrial fibrillation or non- atrial fibrillation setting, 
CHA2DS2-VASc only has a modest predictive value for identifying the ‘high risk’ patients who 
subsequently develop events.  As would be expected, for each point of the CHA2DS2-VASc score 
there would be a wide range of reported event rates, given that this would be dependent on 
population studied (trial vs ‘real-world’), clinical setting (hospitalised vs community cohorts), 
ethnicity, etc12, 13. 
The predictive value of clinical risk scores can always be improved by the addition of biomarkers 
(‘biological markers’, whether blood, urine or imaging based). In the light of recent sub-studies 
from the landmark NOAC trials (describing the role of various blood biomarkers in the 
prediction of stroke, bleeding or death in anticoagulated patients)14-16, the 2016 ESC Guidelines 
recommend that ‘biomarkers such as high-sensitive troponin or natriuretic peptide may be 
considered to further refine stroke and bleeding risk’ (Class IIb, Level B). This is a weak 
recommendation for a number of reasons. First, these findings were derived mostly from the 
already anticoagulated cohorts, and it is unclear whether they could be extrapolated to non-
anticoagulated patients, a substantially different population which includes many lower-risk 
patients for whom the decision to use an OAC is yet to be made. Second, a large body of 
evidence shows the association of various biomarkers of thrombogenesis, inflammation, 
myocardial damage, impaired cardiac function, oxidative stress, renal failure, etc. (e.g., von 
Willebrand factor, D-dimer, C-reactive protein, cardiac troponins, glomerular filtration rate, 
etc.) with increased risk of stroke in atrial fibrillation patients, and it is not clear why high-
sensitive troponin or natriuretic peptide should be preferred17. The particular biomarker cut-off 
values relevant for stroke or bleeding risk evaluation are unknown, notwithstanding the inter-
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assay variability in measuring the biomarker levels, cost issues and patient variability (some 
have a diurnal pattern and can be influenced by co-morbidities such as renal impairment).  
Many of these biomarkers not only predict stroke or bleeding, but death, myocardial infarction 
and heart failure – and may confuse clinicians who may try to balance the various outcomes.  
Finally, the use of biomarkers needs to be tempered by cost, as well as loss of simplicity and 
practicality for everyday use.  
The introduction of biomarkers to refine stroke risk stratification, albeit statistically improving 
on clinical scores, may result in delayed or postponed OAC initiation while waiting for test 
results with the risks inherent to the treatment omission. Nevertheless, the new 
recommendation to consider biomarkers for stroke and bleeding risk assessment indicates 
future development possibilities for improved risk prediction, especially for those at the 
‘borderline’ threshold for OAC. 
OAC-related bleeding risk 
The assessment of OAC-related bleeding risk is not a new concept but has been subject to 
considerable misuse and misinterpretation18. The 2016 ESC Guidelines provide guidance to 
practitioners, but focus on listing the modifiable, partly modifiable, non-modifiable and 
biomarker-related bleeding risk factors, rather than recommending a specific bleeding risk 
score, of which there are now many19-23, including the HAS-BLED score which was 
recommended in earlier ESC guidelines9 19. The modifiable bleeding risk factors, to which our 
attention is drawn are all factors listed in the HAS-BLED score.  
The HAS-BLED score19 has been well-validated in various atrial fibrillation cohorts, including 
patients treated with NOACs or a combination of OAC and antiplatelet drugs. The HAS-BLED 
score enables a simple identification of increased bleeding risk (i.e., score ≥3 points) and ‘flags 
up’ the patient potentially at risk of bleeding for more careful review and follow-up. 
Importantly, HAS-BLED draws attention to the reversible bleeding risk factors (summarised in 
Table 12 of the 2016 ESC guidelines) i.e. uncontrolled hypertension, labile International 
Normalized Ratio (INR), concomitant aspirin or non-steroidal anti-inflammatory drugs, excess 
alcohol, renal or liver function, or bleeding predisposition24.  
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Several other bleeding risk scores are mostly less-well validated than HAS-BLED, and many 
would significantly under-perform in predicting VKA-related bleeding events by not considering 
the quality of anticoagulation control (i.e. labile INR) as a bleeding risk factor25. 
The reason for removing reference to a specific bleeding risk score and to focus on the 
modifiable bleeding risk factors in the 2016 ESC guidelines is related to the a misconception 
that specifying a particular bleeding risk score leads clinicians to use a high score value as a 
reason to withhold OAC18, which is an inappropriate use of bleeding scores. The use of a formal 
score should focus the physician’s attention towards provision of adequate education, 
management of modifiable risk factors, and perhaps implementation of modern adherence 
tools, such as electronic alerts, etc.18. The outline of bleeding risk factors in the new guidelines 
is very useful but could easily have been added to the more common bleeding risk assessment 
using the HAS-BLED score. Indeed, the new guidelines recommend that bleeding risk scores 
should be considered in atrial fibrillation patients on OAC to identify modifiable risk factors for 
major bleeding (Class IIa, Level B), but do not refer to a specific bleeding risk score, which may 
confuse clinicians.  
Nevertheless, we welcome the 2016 ESC Guidelines note that ‘a high bleeding risk score should 
generally not result in withholding OAC.’. This may be particularly important in atrial fibrillation 
patients with an acute coronary syndrome or percutaneous coronary intervention, in whom the 
choice of optimal treatment regimen (i.e., a combination of OAC and antiplatelet therapy for a 
variable time period) highly depends on the estimated thrombotic and bleeding risks.  
Bleeding management whilst on OAC is highlighted in the new ESC guidelines, especially since 
we are entering an era of reversal agents and specific antidotes to the NOACs, with 
idarucizumab already being available for dabigatran26.   
 
Stroke prevention strategies 
The new 2016 ESC Guidelines fully acknowledge that aspirin has no role in the prevention of 
atrial fibrillation-related stroke or systemic thromboembolism27 (Class III recommendation).  
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The 2012 ESC Guidelines focused update9 recommended a simple and effective stepwise 
approach to stroke prevention – first, identify patients at truly low risk of stroke who do not 
need any antithrombotic therapy (that is, males with CHA2DS2-VASc=0 and females with 
CHA2DS2-VASc=1) and next, consider OAC use in all other atrial fibrillation patients without 
absolute/strong contraindications to OAC (that is, in patients with a CHA2DS2-VASc score of ≥1, 
excluding female gender as the only risk factor). The new 2016 guidelines, however, re-
introduce the categorisation into the low, intermediate and high stroke risk strata.  
Whilst stating that male patients with a CHA2DS2-VASc score of 0 and female patients with a 
CHA2DS2-VASc score of 1 do not need any antithrombotic therapy and that patients at high risk 
of stroke (that is, male patients with a CHA2DS2-VASc score of ≥2 and female patients with a 
CHA2DS2-VASc score of ≥3) should be recommended OAC (Figure 1 and 2), the new ESC 
Guidelines increase the size of the ‘intermediate’ risk stratum of patients with a single CHA2DS2-
VASc risk factor (that is, with a CHA2DS2-VASc score of 1 [males] or 2 [females], Figure 2) and 
state that in such patients OAC ‘should be considered’ (Class IIa, Level B), cautioning that such 
approach should prevent the overtreatment (i.e., OAC overuse) in atrial fibrillation patients. 
However, the new ESC Guidelines do not provide explicit guidance how to ‘consider’ OAC use in 
the ‘intermediate’ stroke risk patients, and the approach with divergent CHA2DS2-VASc scores 
for males and females leads to gender-specific recommendation statements with an inherent 
risk for under-treatment of female patients.  
To inform decision-making pertinent to atrial fibrillation patients with a single additional stroke 
risk factor, the 2016 ESC Guideline Task Force commendably commissioned a systematic review 
of observational studies reporting the annual stroke rates in such non-anticoagulated 
patients28. The stroke rates in those studies were highly heterogeneous and sometimes low10, 12, 
13, 29.  A recent meta-analysis30 found that the annual stroke risk in the CHA2DS2-VASc score 1 
category is sufficiently high to prescribe a NOAC but not warfarin; however, the CHA2DS2-VASc 
score 1 data in the meta-analysis included low-risk females with score 1 who should not receive 
antithrombotic therapy, while the treatment threshold for well-managed warfarin with high-
quality anticoagulation control would probably approach that of NOACs31.  
M
AN
US
CR
IP
T
 
AC
CE
PT
ED
ACCEPTED MANUSCRIPT
9 
 
Older guidelines have previously given a strong recommendation for OAC for atrial fibrillation 
patients with 1 CHADS2 stroke risk factor8 (notably, CHADS2 and CHA2DS2VASc scores share 4 
stroke risk factors scoring 1 point).  There are no randomised trials specifically in patients with 
CHA2DS2-VASc 1; however, trials such as RELY, ARISTOTLE, SPORTIF (all of which compared 
NOACs vs warfarin), AVERROES and ACTIVE (both compared OAC to antiplatelet drugs) have all 
included patients with a single stroke risk factor resembling CHA2DS2-VASc score components, 
where subgroup analyses show evidence of benefit of NOAC vs warfarin32, 33, or OAC vs non-
anticoagulation34, 35.  An ancillary analysis from the SPORTIF trials showed that high time in 
therapeutic range (TTR) amongst warfarin users was associated with low event rates, 
suggesting that the treatment threshold for warfarin could be comparable to that seen for 
NOACs31. 
With a single stroke risk factor, it is only common sense that not all risk factors carry equal 
weight, and reported event rates would differ by study setting, population and ethnicity.  The 
most robust study (not considered by the guidelines)10, 29, larger than other European atrial 
fibrillation cohorts altogether (n=177,966), reported event rates according to the selected 
outcome criteria and specific CHA2DS2-VASc score levels36, showing how stroke rates vary with 
different methodological approaches, especially in patients with a single additional stroke risk 
factor. 
Methodological differences in the definition of cohorts ‘off OAC treatment’ would significantly 
influence the reported stroke rates, most relevant to a CHA2DS2-VASc score of 0 and 1. For 
example, two Swedish studies37 38 cited in the guidelines reported that patients with a CHA2DS2-
VASc score of 1 would not benefit from OAC, but these studies excluded all patients who during 
follow-up had initiated OAC treatment, thus ‘conditioning on the future’ and biasing outcomes 
towards lower event rates by excluding the higher-risk subjects who would have been started 
on OAC during follow-up.    
Simple stroke risk scores such as CHA2DS2-VASc are designed to be reductionist, and help 
dichotomise (and simplify) decision-making.  Thus, once the individual stroke risk has been 
established to be above the threshold for OAC use, what difference would it make if the score 
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was 2 or 9, or the patient’s risk was 2 or7% per year? OAC should be the default treatment at 
any stroke risk level exceeding the treatment threshold, excluding ‘truly low-risk’ AF patients 
(see the Birmingham ‘3-step’ algorithm, Figure 1).  
This simplified concept of considering OAC use in all atrial fibrillation patients with ≥1 additional 
stroke risk factors (excluding female sex as the only risk factor) leads to improved adherence to 
guidelines with better outcomes in daily practice and is cost-effective4, 39.  Modelling analyses 
show that adoption of the CHA2DS2-VASc-based approach and NOAC use would result in an 
annual reduction of >60000 strokes, deaths and bleeding events in Europe alone40.  
Hence, patients with atrial fibrillation and a single additional stroke risk factor should generally 
not be denied OAC on the grounds of a misperception that their risk of stroke is insufficiently 
high to justify OAC use. In comparison to no therapy or aspirin, the use of OAC (well-controlled 
VKA or NOACs) in such patients has been associated with a positive net clinical benefit, with 
significant reduction in stroke, systemic embolism or death and no increase in major bleeding 
relative to aspirin 41, 42. 
 
Choosing between NOACs and VKAs in daily practice 
Compared to VKAs, NOACs have the advantage of greater safety (significantly lower risk of 
haemorrhagic stroke or other intracranial haemorrhage, critical site or life-threatening/fatal 
bleeding) and more convenient use (fixed dosing without the need for routine laboratory 
control of anticoagulation intensity, but requiring strict adherence to treatment), and are at 
least as effective as VKAs in stroke prevention in atrial fibrillation patients.  
However, VKAs are still widely used for the prevention of atrial fibrillation -related stroke, 
mostly due to the cost and reimbursement issues, and for patients whose adherence to therapy 
is uncertain. The quality of the management of VKA therapy has generally improved, 
particularly in Europe. 
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The 2016 ESC Atrial Fibrillation Guidelines commendably prefer NOACs (dabigatran, 
rivaroxaban, apixaban or edoxaban) over VKAs when starting OAC in the NOAC-eligible patients 
(Class I, Level A), but do not make such a strong preference for NOACs in patients already taking 
VKA, even if the TTR is not well controlled or if the patient prefers NOACs in the absence of 
NOACs-specific contraindications (Figure 1 and 2) - the recommendation is only Class IIb, i.e 
may be switched. However, patients with poorly controlled INRs despite good adherence and 
compliance have a higher bleeding risk and should be (Class I recommendation) switched to a 
NOAC associated with a lower bleeding risk.  The preference to NOACs is a welcomed 
development, especially since the randomised trial data are clearly supported and augmented 
by large observational cohorts comparing various NOACs to warfarin, with evident consistency 
of effectiveness and safety43. 
The new guidelines do not provide a cut-off TTR value for the good quality of VKA 
anticoagulation, instead stating that TTR ‘should be kept as high as possible’ (Class I, Level A) 
and providing no formal guidance to clinicians how to assess the quality of the management of 
VKA therapy. 
The outcomes of VKA therapy strongly depend on the quality of anticoagulation, as measured 
by the individual patient’s TTR. Low TTR values (<65%) are associated with increased rates of 
stroke and major bleeding, and serious adverse events are particularly common during the 
inception period, in the first months of OAC use44.  Since the anticoagulation control in a VKA 
user can be influenced by a long list of clinical parameters, genetic testing before initiation of 
VKA therapy is not recommended (Class III). 
For those clinicians and patients who for any reason would prefer VKA as the initial OAC 
treatment, the SAMe-TT2R2 score provides a simple way to identify patients who would do well 
on VKAs in advance, avoiding potentially deleterious initial months of ‘trial of VKA treatment’. 
OAC-naive atrial fibrillation patients with a good TTR (SAMe-TT2R2 0-2) are likely to do well on 
VKAs,, whilst those with SAMe-TT2R2 >2 are less likely to achieve a good TTR and may instead 
be prescribed a NOAC45.  The SAMe-TT2R2 score has been validated in various atrial fibrillation 
cohorts and is predictive not only of the anticoagulation control quality with VKAs, but also of 
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all-cause mortality or a composite endpoint of thromboembolic events, major bleeding and 
mortality46.  The SAMe-TT2R2 is easily calculated assigning 1 point each to female sex, age of 
<60 years, history of ≥2 co-morbidities  or treatment with drugs interacting with VKAs (e.g., 
amiodarone) and 2 points each to tobacco use and non-Caucasian ethnicity. Although the 2016 
ESC guidelines briefly mention the SAMe-TT2R2 score, there is no formal recommendation on its 
use, because the score has not been tested in randomised trials. 
The 2016 ESC guidelines recommend (Class IIa) a specific NOAC in preference to other NOACs 
for patients at increased risk for gastrointestinal bleeding. Such recommendation is based on 
the randomised trials, post-market studies and meta-analysis, although the head-to-head 
comparisons between the NOACs are lacking. The recommendation may also imply that the 
lower doses of rivaroxaban, edoxaban or dabigatran could be preferred for these patients. 
However, little information is available about the efficacy of rivaroxaban 15mg once daily47, and 
the low dose regimen of edoxaban was less efficacious than warfarin48. Divergent results from 
the various trials emphasise the different patient populations as reflected by different bleeding 
rates in their VKA arms, different CHA2DS2-VASc scores, variable definitions of major bleeds 
etc., all of which could have influenced the results, and makes head-to-head comparisons 
questionable.   
 
Specific considerations 
The 2016 ESC guidelines have comprehensive sections on the optimal management of atrial 
fibrillation patients presenting with an acute stroke or intracranial haemorrhage (reflecting the 
collaboration with the European Association for Cardiothoracic Surgery and the European 
Stroke Association) or patients with an acute coronary syndrome or percutaneous coronary 
intervention/stenting (with recommendations broadly consistent with the recent European 
consensus document49). Clearly, complex atrial fibrillation patients need a multidisciplinary 
approach and carefully integrated care, which is a welcomed new recommendation (Class IIa) 
made in the guidelines41, 42, 50. 
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Patient education and their values and preferences are an increasingly important feature in the 
guidelines51. This is relevant since OAC discontinuation (affecting 20-50% of patients in the first 
year of OAC treatment) is an important problem. The 2016 ESC guidelines provide important 
novel guidance in this emerging field.  
M
AN
US
CR
IP
T
 
AC
CE
PT
ED
ACCEPTED MANUSCRIPT
14 
 
REFERENCES 
1. Camm AJ, Accetta G, Ambrosio G, Atar D, Bassand JP, Berge E, Cools F, Fitzmaurice DA, 
Goldhaber SZ, Goto S, Haas S, Kayani G, Koretsune Y, Mantovani LG, Misselwitz F, Oh S, Turpie AG, 
Verheugt FW, Kakkar AK and Investigators G-A. Evolving antithrombotic treatment patterns for patients 
with newly diagnosed atrial fibrillation. Heart. 2017;103:307-314. 
2. Lip GY, Freedman SB, De Caterina R and Potpara T. Stroke prevention in atrial fibrillation: Past, 
present and future. Thrombosis and haemostasis. 2017:E-pub. 
3. January CT, Wann LS, Alpert JS, Calkins H, Cigarroa JE, Cleveland JC, Jr., Conti JB, Ellinor PT, 
Ezekowitz MD, Field ME, Murray KT, Sacco RL, Stevenson WG, Tchou PJ, Tracy CM and Yancy CW. 2014 
AHA/ACC/HRS guideline for the management of patients with atrial fibrillation: a report of the American 
College of Cardiology/American Heart Association Task Force on Practice Guidelines and the Heart 
Rhythm Society. Journal of the American College of Cardiology. 2014;64:e1-76. 
4. National-Institute-for-Health-and-Care-Excellence. Atrial fibrillation: the management of atrial 
fibrillation. (Clinical guideline 180.) 2014. http://guidance.nice.org.uk/CG180. 
2014:http://guidance.nice.org.uk/CG180. [accessed 20 Feb 2017] 
5. Macle L, Cairns J, Leblanc K, Tsang T, Skanes A, Cox JL, Healey JS, Bell A, Pilote L, Andrade JG, 
Mitchell LB, Atzema C, Gladstone D, Sharma M, Verma S, Connolly S, Dorian P, Parkash R, Talajic M, 
Nattel S and Verma A. 2016 Focused Update of the Canadian Cardiovascular Society Guidelines for the 
Management of Atrial Fibrillation. The Canadian journal of cardiology. 2016. 
6. Authors/Task Force M, Kirchhof P, Benussi S, Kotecha D, Ahlsson A, Atar D, Casadei B, Castella 
M, Diener HC, Heidbuchel H, Hendriks J, Hindricks G, Manolis AS, Oldgren J, Popescu BA, Schotten U, 
Van Putte B, Vardas P, Document R, Agewall S, Camm J, Baron Esquivias G, Budts W, Carerj S, Casselman 
F, Coca A, De Caterina R, Deftereos S, Dobrev D, Ferro JM, Filippatos G, Fitzsimons D, Gorenek B, 
Guenoun M, Hohnloser SH, Kolh P, Lip GY, Manolis A, McMurray J, Ponikowski P, Rosenhek R, Ruschitzka 
F, Savelieva I, Sharma S, Suwalski P, Tamargo JL, Taylor CJ, Van Gelder IC, Voors AA, Windecker S, 
Zamorano JL and Zeppenfeld K. 2016 ESC Guidelines for the management of atrial fibrillation developed 
in collaboration with EACTS: The Task Force for the management of atrial fibrillation of the European 
Society of Cardiology (ESC)Developed with the special contribution of the European Heart Rhythm 
Association (EHRA) of the ESCEndorsed by the European Stroke Organisation (ESO). European journal of 
cardio-thoracic surgery : official journal of the European Association for Cardio-thoracic Surgery. 2016. 
7. Ogawa S, Aonuma K, Tse HF, Huang D, Huang JL, Kalman JM, Kamakura S, Nair M, Shin DG, Stiles 
M, Teo WS and Yamane T. The APHRS' s statement on antithrombotic therapy of patients with 
nonvalvular atrial fibrillation. Journal of Arrhythmia. 2013;29:190 - 200. 
8. You JJ, Singer DE, Howard PA, Lane DA, Eckman MH, Fang MC, Hylek EM, Schulman S, Go AS, 
Hughes M, Spencer FA, Manning WJ, Halperin JL and Lip GY. Antithrombotic therapy for atrial 
fibrillation: Antithrombotic Therapy and Prevention of Thrombosis, 9th ed: American College of Chest 
Physicians Evidence-Based Clinical Practice Guidelines. Chest. 2012;141:e531S-75S. 
9. Camm AJ, Lip GY, De Caterina R, Savelieva I, Atar D, Hohnloser SH, Hindricks G, Kirchhof P, 
Guidelines-CPG ESCCfP and Document R. 2012 focused update of the ESC Guidelines for the 
management of atrial fibrillation: an update of the 2010 ESC Guidelines for the management of atrial 
fibrillation--developed with the special contribution of the European Heart Rhythm Association. 
Europace : European pacing, arrhythmias, and cardiac electrophysiology : journal of the working groups 
on cardiac pacing, arrhythmias, and cardiac cellular electrophysiology of the European Society of 
Cardiology. 2012;14:1385-413. 
10. Nielsen PB and Chao TF. The risks of risk scores for stroke risk assessment in atrial fibrillation. 
Thrombosis and haemostasis. 2015;113:1170-3. 
M
AN
US
CR
IP
T
 
AC
CE
PT
ED
ACCEPTED MANUSCRIPT
15 
 
11. Lip GY and Nielsen PB. Should Patients With Atrial Fibrillation and 1 Stroke Risk Factor 
(CHA2DS2-VASc Score 1 in Men, 2 in Women) Be Anticoagulated? Yes: Even 1 Stroke Risk Factor Confers 
a Real Risk of Stroke. Circulation. 2016;133:1498-503. 
12. Quinn GR, Severdija ON, Chang Y and Singer DE. Wide Variation in Reported Rates of Stroke 
Across Cohorts of Patients With Atrial Fibrillation. Circulation. 2017;135:208-219. 
13. Nielsen PB and Lip GY. Adding Rigor to Stroke Rate Investigations in Patients With Atrial 
Fibrillation. Circulation. 2017;135:220-223. 
14. Ruff CT, Giugliano RP, Braunwald E, Murphy SA, Brown K, Jarolim P, Mercuri M, Antman EM and 
Morrow DA. Cardiovascular Biomarker Score and Clinical Outcomes in Patients With Atrial Fibrillation: A 
Subanalysis of the ENGAGE AF-TIMI 48 Randomized Clinical Trial. JAMA Cardiol. 2016;1:999-1006. 
15. Hijazi Z, Wallentin L, Siegbahn A, Andersson U, Christersson C, Ezekowitz J, Gersh BJ, Hanna M, 
Hohnloser S, Horowitz J, Huber K, Hylek EM, Lopes RD, McMurray JJ and Granger CB. N-terminal pro-B-
type natriuretic peptide for risk assessment in patients with atrial fibrillation: insights from the 
ARISTOTLE Trial (Apixaban for the Prevention of Stroke in Subjects With Atrial Fibrillation). Journal of the 
American College of Cardiology. 2013;61:2274-84. 
16. Hijazi Z, Siegbahn A, Andersson U, Granger CB, Alexander JH, Atar D, Gersh BJ, Mohan P, Harjola 
VP, Horowitz J, Husted S, Hylek EM, Lopes RD, McMurray JJ and Wallentin L. High-sensitivity troponin I 
for risk assessment in patients with atrial fibrillation: insights from the Apixaban for Reduction in Stroke 
and other Thromboembolic Events in Atrial Fibrillation (ARISTOTLE) trial. Circulation. 2014;129:625-34. 
17. Hijazi Z, Oldgren J, Siegbahn A, Granger CB and Wallentin L. Biomarkers in atrial fibrillation: a 
clinical review. European heart journal. 2013;34:1475-80. 
18. Lip GY and Lane DA. Bleeding Risk Assessment in Atrial Fibrillation:  Observations on the Use and 
Misuse of Bleeding Risk Scores. Journal of Thrombosis and Haemostasis. 2016: doi:10.1111/jth.13386. 
19. Pisters R, Lane DA, Nieuwlaat R, de Vos CB, Crijns HJ and Lip GY. A novel user-friendly score 
(HAS-BLED) to assess 1-year risk of major bleeding in patients with atrial fibrillation: the Euro Heart 
Survey. Chest. 2010;138:1093-100. 
20. Fang MC, Go AS, Chang Y, Borowsky LH, Pomernacki NK, Udaltsova N and Singer DE. A new risk 
scheme to predict warfarin-associated hemorrhage: The ATRIA (Anticoagulation and Risk Factors in 
Atrial Fibrillation) Study. Journal of the American College of Cardiology. 2011;58:395-401. 
21. Gage BF, Yan Y, Milligan PE, Waterman AD, Culverhouse R, Rich MW and Radford MJ. Clinical 
classification schemes for predicting hemorrhage: results from the National Registry of Atrial Fibrillation 
(NRAF). American heart journal. 2006;151:713-9. 
22. O'Brien EC, Simon DN, Thomas LE, Hylek EM, Gersh BJ, Ansell JE, Kowey PR, Mahaffey KW, 
Chang P, Fonarow GC, Pencina MJ, Piccini JP and Peterson ED. The ORBIT bleeding score: a simple 
bedside score to assess bleeding risk in atrial fibrillation. European heart journal. 2015;36:3258-64. 
23. Hijazi Z, Oldgren J, Lindback J, Alexander JH, Connolly SJ, Eikelboom JW, Ezekowitz MD, Held C, 
Hylek EM, Lopes RD, Siegbahn A, Yusuf S, Granger CB, Wallentin L, Aristotle and Investigators R-L. The 
novel biomarker-based ABC (age, biomarkers, clinical history)-bleeding risk score for patients with atrial 
fibrillation: a derivation and validation study. Lancet. 2016;387:2302-11. 
24. Lip GY and Lane DA. Assessing bleeding risk in atrial fibrillation with the HAS-BLED and ORBIT 
scores: clinical application requires focus on the reversible bleeding risk factors. European heart journal. 
2015;36:3265-7. 
25. Proietti M, Senoo K, Lane DA and Lip GY. Major Bleeding in Patients with Non-Valvular Atrial 
Fibrillation: Impact of Time in Therapeutic Range on Contemporary Bleeding Risk Scores. Scientific 
reports. 2016;6:24376. 
26. Ageno W, Buller HR, Falanga A, Hacke W, Hendriks J, Lobban T, Merino J, Milojevic IS, Moya F, 
van der Worp HB, Randall G, Tsioufis K, Verhamme P and Camm AJ. Managing reversal of direct oral 
M
AN
US
CR
IP
T
 
AC
CE
PT
ED
ACCEPTED MANUSCRIPT
16 
 
anticoagulants in emergency situations. Anticoagulation Education Task Force White Paper. Thrombosis 
and haemostasis. 2016;116. 
27. Lip GY. The role of aspirin for stroke prevention in atrial fibrillation. Nature reviews Cardiology. 
2011;8:602-6. 
28. Allan V, Banerjee A, Shah AD, Patel R, Denaxas S, Casas JP and Hemingway H. Net clinical benefit 
of warfarin in individuals with atrial fibrillation across stroke risk and across primary and secondary care. 
Heart (British Cardiac Society). 2016. 
29. Overvad TF, Nielsen PB and Lip GY. Treatment thresholds for stroke prevention in atrial 
fibrillation: observations on the CHA2DS2-VASc score. European heart journal Cardiovascular 
pharmacotherapy. 2016. 
30. Joundi RA, Cipriano LE, Sposato LA, Saposnik G and Stroke Outcomes Research Working G. 
Ischemic Stroke Risk in Patients With Atrial Fibrillation and CHA2DS2-VASc Score of 1: Systematic Review 
and Meta-Analysis. Stroke; a journal of cerebral circulation. 2016;47:1364-7. 
31. Proietti M and Lip GY. Major Outcomes in Atrial Fibrillation Patients with One Risk Factor: 
Impact of Time in Therapeutic Range Observations from the SPORTIF Trials. The American journal of 
medicine. 2016;129:1110-6. 
32. Oldgren J, Alings M, Darius H, Diener HC, Eikelboom J, Ezekowitz MD, Kamensky G, Reilly PA, 
Yang S, Yusuf S, Wallentin L, Connolly SJ and Investigators R-L. Risks for stroke, bleeding, and death in 
patients with atrial fibrillation receiving dabigatran or warfarin in relation to the CHADS2 score: a 
subgroup analysis of the RE-LY trial. Annals of internal medicine. 2011;155:660-7, W204. 
33. Lopes RD, Al-Khatib SM, Wallentin L, Yang H, Ansell J, Bahit MC, De Caterina R, Dorian P, Easton 
JD, Erol C, Ezekowitz JA, Gersh BJ, Granger CB, Hohnloser SH, Horowitz J, Hylek EM, McMurray JJ, Mohan 
P, Vinereanu D and Alexander JH. Efficacy and safety of apixaban compared with warfarin according to 
patient risk of stroke and of bleeding in atrial fibrillation: a secondary analysis of a randomised 
controlled trial. Lancet. 2012;380:1749-58. 
34. Lip GY, Connolly S, Yusuf S, Shestakovska O, Flaker G, Hart R, Lanas F, Xavier D, Eikelboom J and 
Investigators E. Modification of outcomes with aspirin or apixaban in relation to CHADS(2) and 
CHA(2)DS(2)-VASc scores in patients with atrial fibrillation: a secondary analysis of the AVERROES study. 
Circulation Arrhythmia and electrophysiology. 2013;6:31-8. 
35. Healey JS, Hart RG, Pogue J, Pfeffer MA, Hohnloser SH, De Caterina R, Flaker G, Yusuf S and 
Connolly SJ. Risks and benefits of oral anticoagulation compared with clopidogrel plus aspirin in patients 
with atrial fibrillation according to stroke risk: the atrial fibrillation clopidogrel trial with irbesartan for 
prevention of vascular events (ACTIVE-W). Stroke; a journal of cerebral circulation. 2008;39:1482-6. 
36. Nielsen PB, Larsen TB, Skjoth F, Overvad TF and Lip GY. Stroke and thromboembolic event rates 
in atrial fibrillation according to different guideline treatment thresholds: A nationwide cohort study. Sci 
Rep. 2016;6:27410. 
37. Friberg L, Skeppholm M and Terent A. Benefit of Anticoagulation Unlikely in Patients With Atrial 
Fibrillation and a CHA2DS2-VASc Score of 1. Journal of the American College of Cardiology. 2015;65:225-
32. 
38. Aspberg S, Chang Y, Atterman A, Bottai M, Go AS and Singer DE. Comparison of the ATRIA, 
CHADS2, and CHA2DS2-VASc stroke risk scores in predicting ischaemic stroke in a large Swedish cohort 
of patients with atrial fibrillation. European heart journal. 2016. 
39. Lip GY, Laroche C, Popescu MI, Rasmussen LH, Vitali-Serdoz L, Dan GA, Kalarus Z, Crijns HJ, 
Oliveira MM, Tavazzi L, Maggioni AP and Boriani G. Improved outcomes with European Society of 
Cardiology guideline-adherent antithrombotic treatment in high-risk patients with atrial fibrillation: a 
report from the EORP-AF General Pilot Registry. Europace : European pacing, arrhythmias, and cardiac 
electrophysiology : journal of the working groups on cardiac pacing, arrhythmias, and cardiac cellular 
electrophysiology of the European Society of Cardiology. 2015. 
M
AN
US
CR
IP
T
 
AC
CE
PT
ED
ACCEPTED MANUSCRIPT
17 
 
40. Pisters R, Nieuwlaat R, Lane DA, Crijns HJ and Lip GY. Potential net clinical benefit of population-
wide implementation of apixaban and dabigatran among European patients with atrial fibrillation. A 
modelling analysis from the Euro Heart Survey. Thrombosis and haemostasis. 2013;109:328-36. 
41. Lip GY, Skjoth F, Nielsen PB and Larsen TB. Non-valvular atrial fibrillation patients with none or 
one additional risk factor of the CHA2DS2-VASc score. A comprehensive net clinical benefit analysis for 
warfarin, aspirin, or no therapy. Thrombosis and haemostasis. 2015;114:826-34. 
42. Fauchier L, Clementy N, Ivanes F, Angoulvant D, Babuty D and Lip G. Should atrial fibrillation 
patients with only 1 nongender-related CHA2DS2-VASc risk factor be anticoagulated? Stroke; a journal 
of cerebral circulation. 2016;47 1831-6. . 
43. Carmo J, Moscoso Costa F, Ferreira J and Mendes M. Dabigatran in real-world atrial fibrillation. 
Meta-analysis of observational comparison studies with vitamin K antagonists. Thrombosis and 
haemostasis. 2016;116:754-63. 
44. Azoulay L, Dell'Aniello S, Simon TA, Renoux C and Suissa S. Initiation of warfarin in patients with 
atrial fibrillation: early effects on ischaemic strokes. European heart journal. 2014;35:1881-7. 
45. Esteve-Pastor MA, Roldan V, Valdes M, Lip GY and Marin F. The SAMe-TT2R2 score and decision-
making between a vitamin K antagonist or a non-vitamin K antagonist oral anticoagulant in patients with 
atrial fibrillation. Expert review of cardiovascular therapy. 2016;14:177-87. 
46. Lip GY, Haguenoer K, Saint-Etienne C and Fauchier L. Relationship of the SAMe-TT2R2 Score to 
Poor-Quality Anticoagulation, Stroke, Clinically Relevant Bleeding, and Mortality in Patients With Atrial 
Fibrillation. Chest. 2014;146:719-26. 
47. Patel MR, Mahaffey KW, Garg J, Pan G, Singer DE, Hacke W, Breithardt G, Halperin JL, Hankey GJ, 
Piccini JP, Becker RC, Nessel CC, Paolini JF, Berkowitz SD, Fox KA, Califf RM and Investigators RA. 
Rivaroxaban versus warfarin in nonvalvular atrial fibrillation. The New England journal of medicine. 
2011;365:883-91. 
48. Giugliano RP, Ruff CT, Braunwald E, Murphy SA, Wiviott SD, Halperin JL, Waldo AL, Ezekowitz 
MD, Weitz JI, Spinar J, Ruzyllo W, Ruda M, Koretsune Y, Betcher J, Shi M, Grip LT, Patel SP, Patel I, 
Hanyok JJ, Mercuri M, Antman EM and Investigators EA-T. Edoxaban versus warfarin in patients with 
atrial fibrillation. The New England journal of medicine. 2013;369:2093-104. 
49. Task Force M, Lip GY, Windecker S, Huber K, Kirchhof P, Marin F, Ten Berg JM, Haeusler KG, 
Boriani G, Capodanno D, Gilard M, Zeymer U, Lane D, Document R, Storey RF, Bueno H, Collet JP, 
Fauchier L, Halvorsen S, Lettino M, Morais J, Mueller C, Potpara TS, Rasmussen LH, Rubboli A, Tamargo J, 
Valgimigli M and Zamorano JL. Management of antithrombotic therapy in atrial fibrillation patients 
presenting with acute coronary syndrome and/or undergoing percutaneous coronary or valve 
interventions: a joint consensus document of the European Society of Cardiology Working Group on 
Thrombosis, European Heart Rhythm Association (EHRA), European Association of Percutaneous 
Cardiovascular Interventions (EAPCI) and European Association of Acute Cardiac Care (ACCA) endorsed 
by the Heart Rhythm Society (HRS) and Asia-Pacific Heart Rhythm Society (APHRS). European heart 
journal. 2014;35:3155-79. 
50. Fauchier L, Lecoq C, Clementy N, Bernard A, Angoulvant D, Ivanes F, Babuty D and Lip GY. Oral 
Anticoagulation and the Risk of Stroke or Death in Patients With Atrial Fibrillation and One Additional 
Stroke Risk Factor: The Loire Valley Atrial Fibrillation Project. Chest. 2016;149:960-8. 
51. Lane DA, Aguinaga L, Blomstrom-Lundqvist C, Boriani G, Dan GA, Hills MT, Hylek EM, LaHaye SA, 
Lip GY, Lobban T, Mandrola J, McCabe PJ, Pedersen SS, Pisters R, Stewart S, Wood K, Potpara TS, 
Document R, Gorenek B, Conti JB, Keegan R, Power S, Hendriks J, Ritter P, Calkins H, Violi F and Hurwitz 
J. Cardiac tachyarrhythmias and patient values and preferences for their management: the European 
Heart Rhythm Association (EHRA) consensus document endorsed by the Heart Rhythm Society (HRS), 
Asia Pacific Heart Rhythm Society (APHRS), and Sociedad Latinoamericana de Estimulacion Cardiaca y 
Electrofisiologia (SOLEACE). Europace : European pacing, arrhythmias, and cardiac electrophysiology : 
M
AN
US
CR
IP
T
 
AC
CE
PT
ED
ACCEPTED MANUSCRIPT
18 
 
journal of the working groups on cardiac pacing, arrhythmias, and cardiac cellular electrophysiology of 
the European Society of Cardiology. 2015;17:1747-69. 
 
M
AN
US
CR
IP
T
 
AC
CE
PT
ED
ACCEPTED MANUSCRIPT
Figure 1. An overview of guideline algorithms for thromboprophylaxis in patients with atrial 
fibrillation (adapted from Lip et al 2) 
 
 
 
ESC: European Society of Cardiology; AHA/ACC/HRS: American Heart Association/ American 
College of Cardiology/Heart Rhythm Society; CCS: Canadian Cardiology Society; VKA: Vitamin 
K antagonist; OAC: Oral Anticoagulant; NOAC: Non-VKA Oral Anticoagulant; ASA: Acetyl-
Salicylic-Acid; CAD: Coronary Artery Disease; TTR: Time in Therapeutic Range; INR: 
International Normalized Ratio.  
  
Mechanical heart valves (1-4); Moderate or severe 
mitral stenosis (1,3,4); Bioprosthetic heart valves (2) 
VKAYes
CHA2DS2-VASc CHADS65
0 1* ≥2
No
STROKE RISK ASSESSMENT
No antithrombotic 
treatment
ASA
OAC
Age ≥65y and/or 
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No
CAD or arterial 
vascular disease
No
NOAC VKA
Yes
Step 1 
Identify low-risk 
patients
CHA2DS2-VASc = 0 (males)
or  CHA2DS2-VASc = 1 
(females)*
Step 3 
Decide between NOAC 
or VKA with high TTR 
SAMe-TT2R2 score >2
SAMe-TT2R2 score 0-2 VKA
NOAC or 
VKA with regular 
review, education 
and INR checks
§Also calculate the HAS-BLED score;
If ≥3, address the modifiable bleeding risk factors and plan regular review and follow-up.
1. 2016 ESC
2. 2014 AHA/ACC/HRS
3. 2016 CCS
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*Female sex without additional stroke risk factors does not merit OAC.
Calculate
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Figure 2. The 2016 European Society of Cardiology Guideline Recommendation on 
thromboprophylaxis in atrial fibrillation (adapted from the original document).  
 
AF: Atrial Fibrillation; OAC: Oral Anticoagulant Therapy; AP: Antiplatelet Drugs; LAAO: Left 
Atrial Appendage Occlusion; NOAC: Non-vitamin K Oral Anticoagulant; VKA: Vitamin K 
Antagonist. 
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CLINICAL SIGNIFICANCE 
 
 
• Formal guidelines play an important role in disseminating the state-of-the-art 
knowledge and are expected to provide simple practical guidance for atrial 
fibrillation management, which could be easily applied in clinical practice by 
clinicians with diverse educational backgrounds and various clinical 
commitments.   
• We provide an appraisal on the recommendations pertinent to the 
prevention of atrial fibrillation-related stroke or systemic thromboembolism, 
as provided in recently published guidelines for the management of this 
arrhythmia. 
 
   
